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TI Development of a Premature Stop Codon- detect ion method based on a 
bacterial two-hybrid system 

L3 ANSWER 3 OF 26 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Development of a premature stop codon-detection method based on a 
bacterial two hybrid system 

L3 ANSWER 4 OF 2 6 MEDLINE on STN 

TI Characterization of four receptor cDNAs : PAC1, VPAC1, a novel PAC1 and a 
partial GHRH in zebrafish. 

L3 ANSWER 5 OF 2 6 CAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 2 

TI Gene expression profiles and biomarkers for the detection of lung 

disease-related and other disease-related gene transcripts in blood 

L3 ANSWER 6 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Knock-down of RGS(4) and beta tubulin in CHO cells expressing the human 

MT1 melatonin receptor prevents melatonin- induced receptor desensitization 
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TI Expression of subunits for the cAMP- sensitive 'olfactory' cyclic 

nucleotide-gated ion channel in the cochlea: implications for signal 
transduction. 
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lipoprotein, and bile acid synthesis and transport with reversal by leptin 
treatment in Ob/ob mouse liver 
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TI Absence of constitutively activating mutations in the- GHRH receptor in 
GH-producing pituitary tumors 

L3 ANSWER 14 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN DUPLICATE 3 

TI Deficiency of the alpha-subunit of the stimulatory G protein and severe 
extraskeletal ossification 
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TI Characterization of a new set of mutants deficient in fermentation- induced 
loss of stress resistance for use in frozen dough applications 
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planning 
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TI Gene probes used for genetic profiling in healthcare screening and 
planning 

L3 ANSWER 19 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN DUPLICATE 5 

TI The effects of antisense to G(i alpha 2) on opioid agonist potency and G(i 
alpha 2) protein and mRNA abundance in the mouse 

L3 ANSWER 2 0 OF 2 6 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Functional rescue of mutant V2 vasopressin receptors causing nephrogenic 
diabetes insipidus by a co-expressed receptor polypeptide 

L3 ANSWER 21 OF 2 6 MEDLINE on STN 

TI The effect of eight V2 vasopressin receptor mutations on stimulation of 
adenylyl cyclase and binding to vasopressin. 

L3 ANSWER 22 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI MOLECULAR -BASIS OF FAMILIAL GROWTH - HORMONE DEFICIENCY 

L3 ANSWER 23 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI CHARACTERIZATION OF THE CYR1-2 UGA MUTATION IN SACCHAROMYCES -CEREVISIAE 

L3 ANSWER 24 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN DUPLICATE 6 

TI GENETIC AND MOLECULAR ANALYSES OF THE SUP2 01 GENE - A TRANSFER RNA3ARG 
NONSENSE SUPPRESSOR OF YEAST CYR1-2 

L3 ANSWER 25 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN DUPLICATE 7 

TI IDENTIFICATION OF THE STRUCTURAL GENE AND NONSENSE ALLELES FOR 
ADENYLATE -CYCLASE IN SACCHAROMYCES -CEREVISIAE 

L3 ANSWER 26 OF 26 MEDLINE on STN DUPLICATE 8 

TI Cyclic AMP may not be involved in catabolite repression in Saccharomyces 
cerevisiae: evidence from mutants unable to synthesize it. 
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L3 ANSWER 1 OF 26 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Genes showing altered levels of expression in pancreatic disease and their 
use in diagnosis and prognosis of pancreatic cancer 

AB Genes showing altered levels of expression in healthy vs. neoplastic 
pancreas are identified for use in the diagnosis of cancers including 
ductal adenocarcinoma; as indicators in screening for effective drugs; and 
as targets for nucleic acid-based therapies including antisense nucleic 
acids or siRNA. Gene expression profiling identified 1419 genes showing 
changes in levels of expression in neoplastic epithelium of which 650 were 
up-regulated and 769 were down-regulated. Of the 1419 genes, 1267 were 
not previously known to have any connection with pancreatic neoplasms. 
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DN 144:310062 

TI Genes showing altered levels of expression in pancreatic disease and their 
use in diagnosis and prognosis of pancreatic cancer 
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THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 2 OF 26 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN DUPLICATE 1 

TI Development of a Premature Stop Codon-detection method based on a 
bacterial two-hybrid system 

AB Background: The detection of Premature Stop Codons (PSCs) in human 

genes is very useful for the genetic diagnosis of different hereditary 
cancers, e. g. Familial Breast Cancer and Hereditary Non-Polyposis 
Colorectal Cancer (HNPCC) . The products of these PSCs are truncated 
proteins, detectable in vitro by the Protein Truncation Test and in vivo 
by using the living translation machinery of yeast or bacteria. These 
living strategies are based on the construction of recombinant plasmids 
where the human sequence of interest is inserted upstream of a reporter 
gene. Although simple, these assays have their limitations. The yeast 
system requires extensive work to enhance its specificity, and the 
bacterial systems yield many false results due to translation 
re-initiation events occurring post PSCs. Our aim was to design a 
recombinant plasmid useful for detecting PSCs in human genes and resistant 
to bacterial translation re-initiation interferences. 

Results: A functional recombinant plasmid (pREAL) was designed based 
on a bacterial two-hybrid system. In our design, the in vivo translation 
of fused fragments of the Bordetella pertussis adenylate 
cyclase triggers the production of cAMP giving rise to a 
selectable bacterial phenotype. When a gene of interest is inserted 
between the two fragments, any PSC inhibits the enzymatic activity of the 
product, and translation re-initiation events post-PSC yield separated 
inactive fragments. We demonstrated that the system can accurately detect 
PSCs in human genes by inserting mutated fragments of the brcal and msh2 
gene. Western Blot assays revealed translation re-initiation events in 
all the tested colonies, implying that a simpler plasmid would not be 
resistant to this source of false negative results. The application of 
the system to a HNPCC family with a nonsense mutation in the 
msh2 gene correctly diagnosed wild type homozygous and heterozygous 
patients . 

Conclusion: The developed pREAL is applicable to the detection of 
PSCs in human genes related to different diseases and is resistant to 



translation re-initiation events. The diagnosis steps are easy, have a 
low cost, detect only pathologic mutations, and allow the analysis of 
separated alleles . 

AN 2006:932986 SCISEARCH 

GA The Genuine Article (R) Number: 086PV 

TI Development of a Premature Stop Codon-detection method based on a 

bacterial two-hybrid system 
AU Real S M; Marzese D M; Gomez L C; Mayorga L S; Roque M (Reprint) 
CS Natl Univ Cuyo, Cellular & Mol Lab, Fac Med Sci, I HEM, Mendoza, Argentina 

(Reprint) 

sreal@unsl . edu . ar ; marzese . diego@f cm . uncu . edu . ar ; IgomezOf cm . uncu . edu . ar ; 
ImayorgaOf cm . uncu . edu . ar ; mroque@f cm . uncu . edu . ar 
CYA Argentina 

SO BMC BIOTECHNOLOGY, (2 SEP 2006) Vol. 6, am. 38. 
ISSN: 1472-6750. 

PB BIOMED CENTRAL LTD, MIDDLESEX HOUSE, 34-42 CLEVELAND ST, LONDON WIT 4 LB , 

ENGLAND . 
DT Article; Journal 
LA English 

REC Reference Count: 31 

ED Entered STN : 18 Oct 2006 

Last Updated on STN: 18 Oct 2006 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
L3 ANSWER 13 OF 2 6 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Absence of constitutively activating mutations in the GHRH receptor in 
GH-producing pituitary tumors 

AB The mol. events leading to the development of GH-producing pituitary 

tumors remain largely unknown. The authors hypothesized that activating 
mutations of the GHRH receptor might occur in a subset of GH-producing 
pituitary tumors. Genomic DNA samples from 54 GH-producing pituitary 
tumor tissues, were screened for mutations of the GHRH receptor. Eleven 
homozygous or heterozygous nucleotide substitutions [169G > A (A57T) , 338C 
> T (P113L) , 363G > T (E121D) , 409C > T (H137Y) , 547G > A (D183N) , 673G > 
A (V225I) , 749G > A (W250X) , 760G > A (V254M) , 785G > A (S262N) , 880G > A 
(G294R) , 1268G > A (C423Y) ] were found in 12 patients (22.2%). The 169G > 
A substitution (A57T) appears to be a polymorphism (4 patients, 7.4%). 
E121D and V2251 were each found in 2 patients. In 1 patient with the 
V2251 sequence, the substitution was not found in genomic DNA from 
peripheral leukocytes, suggesting a somatic mutation. A patient with a 
heterozygous W250X mutation was homozygous for the C423Y substitution. 
These variant GHRH receptors were studied in transfected TSA-201 cells to 
evaluate the functional consequences of the amino acid changes. None of 
the GHRH receptor variants was associated with basal elevation of 
intracellular cAMP. GHRH induced variable cAMP responses. With the W250X 
and G294R variants, there was no cAMP stimulation by GHRH, indicating that 
the mutations are inactivating. Expression of the W250X GHRH receptor on 
the cell membrane was severely decreased and GHRH binding to the G2 94R 
GHRH receptor was impaired. Although GHRH receptor variants are common in 
GH-producing pituitary adenomas, constitutively activating mutations, as a 
mechanism for GH-producing pituitary tumors appear to be rare. 

AN 2001:593815 CAPLUS 

DN 135:301898 

. TI Absence of constitutively activating mutations in the GHRH receptor in 

GH-producing pituitary tumors 
AU Lee, Eun Jig; Kotlar, Tom J.; Ciric, Ivan; Lee, Mi Kyung; Lim, Sung Kil; 

Lee, Hyun Chul; Huh, Kap Bum; Mayo, Kelly E.; Jameson, J. Larry 
CS Division of Endocrinology, Metabolism, Northwestern University Medical 

School, Chicago, IL, 60611, USA 
SO Journal of Clinical Endocrinology and Metabolism (2001), 86(8), 3989-3995 

CODEN: JCEMAZ; ISSN: 0021-972X 
PB Endocrine Society 
DT Journal 
LA English 
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L3 ANSWER 21 OF 2 6 MEDLINE on STN 

TI The effect of eight V2 vasopressin receptor mutations on stimulation of 
adenylyl cyclase and binding to vasopressin. 

AB We previously identified six V2 vasopressin receptor mutations in five 
unrelated nephrogenic diabetes insipidus (NDI) families. In order to 
elucidate the effect of these mutations on the function of the V2 
vasopressin receptor, we introduced these six and two additional, 
naturally occurring mutations into the V2 vasopressin receptor gene by in 
vitro mutagenesis. Five of the mutants (two frameshift, one 
nonsense, and two missense) failed to stimulate adenylyl cyclase 
due to their inability to bind vasopressin under the experimental 
conditions. In contrast, ligand binding and cAMP accumulation were normal 
for two other mutations, a A61V missense mutation and an in-frame deletion 
of four amino acids (Arg-247 to Gly-250) , suggesting that they are not the 
cause of NDI in these families. The deletion mutation was found in a 
family in conjunction with a second mutation, R181C, which yielded a much 
reduced ligand-binding capacity. The KD of R181C was at least 26 times 
higher than that of the wild type. Further characterization by an 
immunof luorescent assay showed that the R181C mutant receptor is expressed 
and distributed on the cell surface in a manner similar to that of the 
wild type. This finding indicates that the inability of this mutant to 
stimulate adenylyl cyclase is caused by the reduced capacity for 
vasopressin binding and that the R181C mutation is responsible for NDI in 
this family. 

AN 95081152 MEDLINE 

DN PubMed ID: 7527400 

TI The effect of eight V2 vasopressin receptor mutations on stimulation of 

adenylyl cyclase and binding to vasopressin. 
AU Pan Y; Wilson P; Gitschier J 

CS Howard Hughes Medical Institute, University of California, San Francisco 
94143. 

SO The Journal of biological chemistry, (1994 Dec 16) Vol. 269, No. 50, pp. 
31933-7. 

Journal code: 2985121R. ISSN: 0021-9258. 
CY United States 

DT. Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 199501 

ED Entered STN: 24 Jan .1995 

Last Updated on STN: 6 Feb 1998 
Entered Medline: 12 Jan 1995 

=> s (adenylate (w) cyclase) and (gene (w) therapy) 

L4 95 (ADENYLATE (W) CYCLASE) AND (GENE (W) THERAPY) 

=> s 14 and nonsense 

L5 0 L4 AND NONSENSE 

=> s (adenylate (w) cyclase (w) inhibi?) and (gene (w) therapy) 

L6 13 (ADENYLATE (W) CYCLASE (W) INHIBI?) AND (GENE (W) THERAPY) 

=> d 16 1-13 ti 

L6 ANSWER 1 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Therapeutic targeting of parc/ccll8 and its signaling in pulmonary 
fibrosis 

L6 ANSWER 2 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI rAAV vector for expressing biopacemakers in myocardial cells to decrease 
the conductance of an ion channel responsible for cellular excitability 
and for treating cardiac pacing dysfunction 



L6 ANSWER 3 OF 13 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Inhibitory G protein overexpression provides physiologically relevant 
heart rate control in persistent atrial fibrillation 

L6 ANSWER 4 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Neuronal and optic nerve gene expression patterns in the optic nerve 
axotomy model of neuronal degeneration 

L6 ANSWER 5 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Selective target cell activation by expression of 

receptor activated superiorly by synthetic ligand 

treatment and disease modeling 

L6 ANSWER 6 OF 13 CAPLUS COPYRIGHT 2006 ACS on STN 
TI Therapeutics for heart failure and aging based on interactions of Myo/Vl 
with transcription factor NFkB subunits 

L6 ANSWER 7 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Cardiac arrhythmia treatment methods using polynucleotides modulating 
heart electrical property 

L6 ANSWER 8 OF 13 CAPLUS' COPYRIGHT 2 006 ACS on STN 

TI Cloning, characterization and therapeutic use of P2Y12 receptor and 
association of the mutant P2Y12 with bleeding disorder 

L6 ANSWER 9 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Mammalian gonadotropin-releasing hormone (GnRH) receptor expression 
cassette and therapeutic uses thereof 

L6 ANSWER 10 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Sequence and expression patterns of human and mouse CNRE binding 
transcription factors factors with therapeutic applications for 
renin-angiotensin system disorders involving c-Myc and type II collagen 
and T-cell receptor expression 

L6 ANSWER 11 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Antisense DNA constructs for expression of hybrid mRNAs driven by 
inducible tissue-specific promoters 

L6 ANSWER 12 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Functional coupling of overexpressed (31 -adrenoceptors in the 
myocardium of transgenic mice 

L6 ANSWER 13 OF 13 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI p-Adrenergic linked signal transduction mechanisms in failing hearts 



=> s (gene (w) therapy) and arthritis 
L7 1990 (GENE (W) THERAPY) AND ARTHRITIS 

=> s 17 not py>2004 
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= > dup rem 18 

PROCESSING COMPLETED FOR L8 

L9 979 DUP REM L8 (447 DUPLICATES REMOVED) 

=> s 19 and rheumatoid 
L10 63 8 L9 AND RHEUMATOID 

=> d 110 1-20 ti 

L10 ANSWER 1 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation 
STN 



a G protein-coupled 
(RASSL) for disease 



TI Stimulation of proteoglycan synthesis by glucuronosyltransf erase -1 gene 
delivery: A strategy to promote cartilage repair 

L1.0 ANSWER 2 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Signal transduction pathways: new targets for treating rheumatoid 
arthritis 

L10 ANSWER 3 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI The 2 003 Nicolas Andry Award: Orthopaedic gene therapy 

L10 ANSWER 4 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Thrombospondin 2 functions as an endogenous regulator of angiogenesis and 
inflammation in rheumatoid arthritis 

L10 ANSWER 5 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Inflammation-responsive promoters for fine-tuned gene 
therapy in rheumatoid arthritis 

L10 ANSWER 6 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Gene therapy for autoimmune diseases 

L10 ANSWER 7 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Tissue engineering through autologous mesenchymal stem cells 

L10 ANSWER 8 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Monoclonal antibody-based genetic immunotherapy 

L10 ANSWER 9 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Induction of apoptosis of human osteoclasts by the transcription factor 
decoy approach: relevance for the treatment of rheumatoid 
arthritis 

L10 ANSWER 10 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation 
on STN 

TI Complexity in the vascular permeability factor/vascular endothelial growth 
factor (VPF/VEGF) -receptors signaling 

L10 ANSWER 11 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation 
on STN 

TI Gene therapy for autoimmune diseases: Quo Vadis? 

L10 ANSWER 12 OF 638 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation 
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TI Signal transduction pathways: new targets for treating rheumatoid 
arthritis 

AB Biotherapies and other new treatments introduced over the last few 

years have considerably enriched the therapeutic armamentarium for 
rheumatoid arthritis. Nevertheless, primary 

refractoriness or secondary escape phenomenon may occur, indicating a need 
for identifying new treatment targets. Promising candidates can be found 
among compounds involved in signal transduction pathways, most notably 
protein kinases (mitogen-activated protein kinase, MAPK and 
phosphatidylinositol-3 protein kinase, PI3) and transcription factors 
(nuclear factor kappa B. NF-kappaB activating protein 1, AP-1; 
CCAAT/ enhancer- binding protein, C/EB.P and signal transducer and activator 
of transcription, STAT) . Inhibition of signal transduction pathways may 
be achievable via three main strategies: pharmacological inhibitors, 
anti-sense or more specific inhibitors such as oligionucleotides or 
interfering mRNA, and induced overexpression of naturally occurring 
inhibitors. Clinical trials are under way to evaluate pharmacological 
inhibitors such as p3 8 MAPK. Although the preliminary results are 
promising, proof of safety has not yet been obtained. Signal transduction 
pathways are involved in normal processes, whose inhibition might produce 
untoward effects. (C) 2 004 Elsevier SAS. All rights reserved. 
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TI Thrombospondin 2 functions as an endogenous regulator of angiogenesis and 
inflammation in rheumatoid arthritis 

AB Thrombospondin 2 (TSP2) , a matricellular protein with a primary role 

in modulating cell -matrix interactions, has been implicated in tissue 
repair and foreign body responses. Here we show that TSP2 has regulatory 
function in the chronic inflammatory lesions of rheumatoid 
arthritis. Tissue TSP2, produced by synovial fibroblasts, 
endothelial cells, and macrophages correlated not only with the intensity 
of angiogenesis but also with the architecture of lymphoid infiltrates. 
Synovial tissues with diffuse inflammatory infiltrates , had high levels of 
TSP2, whereas synovial tissues with ectopic germinal center reactions and 
T cell-B cell aggregates produced low levels. Cell-based gene 
therapy with TSP2 was used to examine the in vivo effects of the 
matrix protein on neoangiogenesis and lymphoid organization. Human 
synovium- severe combined immunodeficiency (SCID) ) mouse chimeras were 
treated with TSP2-transf ected fibroblasts deposited into the peritoneum. 
Overexpression of TSP2 led to the accumulation of TSP2 protein in the 
inflamed synovium and resulted in a prompt inhibition of lesional. 
vascularization. Beside its anti -angiogenic activity, TSP2 also 
suppressed the production of the proinflammatory mediators, 
hiterf eron-gamma and tumor necrosis factor-alpha, and induced the 
depletion of tissue-residing T cells. We propose that TSP2 is an 
endogenous regulator of angiogenesis and autoimmune inflammation in the 
synovium and represents a protective mechanism preventing ectopic 
lympho- organogenesis and persistent inflammation in this tissue site. 
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TI Inflammation-responsive promoters for fine-tuned gene 

therapy in rheumatoid arthritis 
AB The inflamed joints of rheumatoid arthritis (RA) 

patients are ideally suited for gene therapy 

applications that induce local production of potent anti- inflammatory 
biologicals. The precise and absolute targeting needed when treating 
cancer is not necessary in RA. However, the challenge is to regulate 
transgene expression to meet variable physiological demands during the 
intermittent course of the disease in RA patients. Thus, a biosensing 
system with an inducible transcriptional switch that allows robust but 
adjustable transgene expression is required. Inf lammation- inducible 
promoters are likely candidates to achieve precise control of transgene 
expression by physiologically driven processes. Acute-phase proteins, 
pro- inf lammatory cytokines, heat -shock proteins and hypoxia -responsive 
genes are all related to the pathogenesis of RA, and their promoters can 
be exploited for disease-inducible transgene expression. With this, 
gene therapy enters a new era, that of temporal control 

of the therapeutic transgene expression. In addition to the reversible 
transcriptional switch, the ideal expression system also contains an 
amplification loop for high transgene expression and a drug-controllable 
switch to allow intervention by the physician. The merging of these 
modalities may provide a flexible system to fine-tune transgene 
expression, which is a prerequisite for the implementation of gene 
therapy in RA. 
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TI Gene therapy for autoimmune diseases 

AB Autoimmune diseases are threatening an increasing number of patients 

in developed countries, representing one of the major causes of disability 
and an enormous social cost. Current therapies mainly treat the symptoms 
of autoimmune diseases and are only partially able to interfere with 
disease evolution, and therefore decrease the degree of physical 
impairment. Thus, the development of new therapeutic strategies is 
imperative, This review focuses on gene therapy, as 
one possible alternative approach to the treatment of autoimmune 
disorders. The potential of gene therapy to 

specifically target tissues affected by autoimmune aggression, and its 
ability to interfere with the destructive pathogenic process while 
providing functional replacement and fostering reparative mechanisms will 
be emphasized. Gene therapy studies in experimental 
models of diabetes, rheumatoid arthritis and multiple 



sclerosis are reviewed. 
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TI Gene therapy for autoimmune diseases: Quo Vadis? 

AB Biological therapies using antibodies and cytokines are becoming 

widespread for the treatment of chronic inflammatory autoimmune diseases. 
However, these treatments have several limitations - such as expense, the 
need for repeated injections and unwanted side-effects - that can be 
overcome by genetic delivery. This review summarizes the ingenuity, 
sophistication and variety of gene-therapy approaches 

that have been taken in the design of therapeutic molecules and vectors, 
the engineering of cells and the regulation of gene expression for the 
targeting of disease outcome. We focus our attention on multiple 
sclerosis, type 1 diabetes and rheumatoid arthritis. 
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TI Nonviral gene therapy by electrotransf er of HTNF- alpha 

soluble receptor-i variants and its application to the treatment of 
experimental arthritis 
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TI Gene therapy in animal models of rheumatoid 
arthritis: are we ready for the patients? 

AB Rheumatoid arthritis (RA) is a chronic 

inflammatory disease of the synovial joints, with progressive destruction 
of cartilage and bone. Ant i- tumour necrosis factor-alpha therapies (e.g. 
soluble tumour necrosis factor receptors) ameliorate disease in 60-70% of 
patients with RA. However, the need for repeated systemic administration 
of relatively high doses in order to achieve constant therapeutic levels 
in the joints, and the reported side effects are downsides to this 
systemic approach. Several gene therapeutic approaches have been 
developed to ameliorate disease in animal models of arthritis 
either by restoring the cytokine balance or by genetic synovectomy. In 
this review we summarize strategies to improve transduction of synovial 
cells, to achieve stable transgene expression using integrating viruses 
such as adeno-associated viruses, and to achieve transcriptionally 
regulated expression so that drug release can meet the variable demands 
imposed by the intermittent course of RA. Evidence from animal models 
convincingly supports the application of gene therapy 
in RA, and the feasibility of gene therapy was 
recently demonstrated in phase I clinical trials. 
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TI Recent developments in molecular therapeutic approaches for 

rheumatoid arthritis 
AB Rheumatoid arthritis is a debilitating systemic 

autoimmune disease characterized by chronic synovial inflammation, which 



results in the progressive destruction of diseased joints. Advances in 
understanding the disease pathogenesis have led to the clinical 
introduction of biological inhibitors of inflammation or articular 
destruction. However, frequency of administration, cost and systemic side 
effects have driven efforts to develop gene therapeutic transfer 
strategies. This article reviews recent progress in the application of 
viral and non-viral vectors to target therapeutic genes for in vivo 
delivery. 
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TI Targeted gene therapy: frontiers in the development of 
1 smart drugs ' 

AB Chronic diseases, particularly malignancies and immune -mediated 

inflammatory diseases (IMIDs) , are a challenging frontier for clinical 
diagnosis and treatment, as well as for biomedical research. Current 
treatment regimens are frequently insufficient and thus new treatment 
strategies are needed. Novel therapies for disabling such diseases should 
provide improvements with respect to safety, efficacy and cost. To 
fulfill these three key criteria, recent research efforts have focused on 
the development of 'smart drugs'. This review highlights some examples of 
the rapidly expanding possibilities that current biotechnology has to 
offer in the development of novel therapeutic strategies for complex 
diseases such as IMIDs. Special attention is given to advances in, and 
limitations of, controlled and targeted gene product application in 
inflammatory diseases. 
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TI Hyperoxaluria, and systemic oxalosis: current therapy and future 
directions 

AB Excessive urinary oxalate excretion, termed hyperoxaluria, may arise 

from inherited or acquired diseases. The most severe forms are caused by 
increased endogenous production of oxalate related to one of several 
inborn errors of metabolism, termed primary hyperoxaluria. Recurrent 
kidney stones and progressive medullary nephrocalcinosis 
lead to the loss of kidney function, requiring dialysis or 

transplantation, accompanied by systemic oxalate deposition that is termed 



systemic oxalosis. For most primary hyperoxalurias, accurate diagnosis 
leads to the use of therapies that include pyridoxine supplementation, 
urinary crystallisation inhibitors, hydration with enteral fluids and, in 
the near future, probiotic supplementation or other innovative therapies. 
These therapies have varying degrees of. success, and none represent a 
cure. Organ transplantation results in reduced patient and organ survival 
when compared with national statistics. Exciting new approaches under 
investigation include the restoration of defective enzymatic activity 
through the use of chemical chaperones and hepatocyte cell 
transplantation, or recombinant gene therapy for 

enzyme replacement. Such approaches give hope for a future therapeutic 
cure for primary hyperoxaluria that includes correction of the underlying 
genetic defect without exposure to the life-long dangers associated with 
organ transplantation. 
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TI Molecular etiology of primary hyperoxaluria type 1: New directions for 
treatment 

AB Primary hyperoxaluria type 1 (PHI) is a rare autosomal -recessive 

disorder caused by a deficiency of the liver-specific enzyme alanine: 
glyoxylate aminotransferase (AGT) . AGT deficiency results in increased 
synthesis and excretion of the metabolic end-product oxalate and 
deposition of insoluble calcium oxalate in the kidney and urinary tract. 
Classic treatments for PHI have tended to address the more distal aspects 
of the disease process (i.e. the symptoms rather than the causes) . 
However, advances in the understanding of the molecular etiology of PHI 
over the past decade have shifted attention towards the more proximal 
aspects of the disease process (i.e. the causes rather than the symptoms). 
The determination of the crystal structure of AGT has enabled the effects 
of some of the most important missense mutations in the AGXT gene to be 
rationalised in terms of AGT folding, dimerization and stability. This 
has opened up new possibilities for the design pharmacological agents that 
might counteract the destabilizing effects of these mutations and which 
might be of use for the treatment of a potentially life-threatening and 
dif f icult-to-treat disease. Copyright (C) 2005 S. Karger AG, Basel. 
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versus -host disease and leukemia relapse. 
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TI T cell suicide gene therapy to aid haematopoietic stem 
cell transplantation 

AB Graft versus host disease (GVHD) is a T 

cell mediated phenomenon that arises following allogeneic haematopoietic 
stem cell transplantation, and may be particularly severe in the context 
of human leukocyte antigen (HLA) mismatched procedures. Although GVHD can 



be largely abrogated through T cell depletion, such measures result in 
loss of graft potency and reduced anti-viral and anti-leukaemic effects. 
The genetic modification of T cells to carry a suicide gene mechanism has 
been advocated as means of allowing T cells to be harnessed for their 
beneficial effects, and safely eliminated in the event of significant 
GVHD . 

The feasibility of the strategy has been demonstrated in clinical 
studies using T cells modified by retroviral transduction to encode the 
herpes simplex thymidine kinase (HSVTK) gene to treat patients with 
haematological malignancies. However, a number of limitations associated 
with current protocols have become apparent. Most notably, the process of 
retroviral transduction, which requires pre-activation of T cells, appears 
to impair subsequent functional potential. Efforts are now directed 
towards circumventing the pre-activation requirements of retroviral 
vectors by using alternative lentiviral systems, in association with 
improved suicide gene/prodrug combinations . 
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LI 5 ANSWER 15 OF 134 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Research advance in preventive therapy of graft versus 
host disease 

AB A review. Graft vs. host disease (GVHD) is a problem in transplantation 
of allogene hematopoietic stem cell. Its immune response is related with 
interaction of T cells, natural kill cells (NK) from donators and specific 
cells from receptors. It is induced by cytokines, lymphocytes and target 
cells, and results in injury of multiple organs. Monoclonal antibody, 
gene therapy, cell therapy and vaccine therapy can 

selectively remove cells which induce GVHD, establish xenogenous specific 
transplantation tolerance, enhance survival rate and ameliorate quality of 
survival. Transplantation of hematopoietic stem cell is studied in the 
fields of these biol . methods. 
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TI Kinetics of in vivo elimination of suicide gene -expressing T cells affects 
engraftment, graft -versus -host disease, and 

graft -versus -leukemia after allogeneic bone marrow transplantation 

AB Suicide gene therapy is one approach being 

evaluated for the control of graf t-vs-host disease (GVHD) after allogeneic 
bone marrow transplantation (BMT) . We recently constructed a novel 
chimeric suicide gene in which the entire coding region of HSV thymidine 
kinase (HSV-tk) was fused in-frame to the extracellular and transmembrane 
domains of human CD34 (DeltaCD34-tk) . DeltaCD34-tk is an attractive 
candidate as a suicide gene in man because of the ensured expression of 
HSV-tk in all selected cells and the ability to rapidly and efficiently 
purify gene-modified cells using clinically approved CD34 immunos elect ion 
techniques. In this study we assessed the efficacy of the DeltaCD34-tk 
suicide gene in the absence of extended ex vivo manipulation by generating 
transgenic animals that express DeltaCD34-tk in the peripheral and thymic 
T cell compartments using the CD 2 locus control region. We found that 
DeltaCD34-tk-expressing T cells could be purified to near homogeneity by 
CD34 immunoselection and selectively eliminated ex vivo and in vivo when 
exposed to low concentrations of GCV. The optimal time to administer GCV 
after allogeneic BMT with DeltaCD34 -tk-expressing transgenic T cells was 
dependent on the intensity of the conditioning regimen, the leukemic 
status of the recipient, and the dose and timing of T cell infusion. 
Importantly, we used a controlled graf t-vs-host reaction to promote 
alloengraf tment in sublethally irradiated mice and provide a 
graft-vs-leukemia effect in recipients administered a delayed infusion of 
DeltaCD34 -tk-expressing T cells. This murine model demonstrates the 
potential usefulness of DeltaCD34-tk-expressing T cells to control GVHD, 
promote alloengraf tment , and provide a graft-vs-leukemia effect in man. 
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TI Cytokine -mediated signalling and early defects in lymphoid development 
AB Purpose of review 

The aim of the review is to report on recent advances in 
cytokine-mediated signalling, as illustrated by the study of natural human 
mutants. In particular, the role of cytokines and cytokine-mediated 
signalling in human T-cell development is analysed in detail, and 
currently available forms of treatment including experimental trials are 
described. 

Recent findings 

Defects of the cytokine/ JAK/ STAT axis have been recently described as 
responsible for human Severe Combined Immune Deficiency. In particular, 
defects in gamma c, JAK3 and IL7RA have been analysed in terms of 
development of novel diagnostic tools as well as of new therapeutic agents 
for the treatment of autoimmune diseases and graft - 
versus -host disease. 

Summary 

Dissection of the genetic defects underlying the various forms of 
Severe Combined Immune Deficiency has helped develop new and more accurate 
diagnostic assays and novel forms of treatment. 
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TI T cell transduction and suicide with an enhanced mutant thymidine kinase. 
AB Retroviral transfer of Herpes simplex virus thymidine kinase to T cells 

has been used to confer sensitivity to the antiviral agent ganciclovir. 

This has allowed therapeutic approaches to be developed in which T cells 

mediating graf t-versus-host disease after 

bone marrow transplantation can be selectively eliminated by the 
administration of ganciclovir. Although the strategy has been shown to be 
generally successful in early clinical trials, there are concerns about 
possible resistance to ganciclovir and the risk of myelosuppressive 
side-effects at the doses required to induce T cell suicide. We have 
incorporated the enhanced mutant HSV-TKSR3 9 into retroviral vectors 
tailored to exhibit high levels of expression in T cells and have used 
protocols optimized for the transduction and selection of primary 
lymphocytes. We demonstrate that leukemic and primary T cells can- be 
efficiently transduced and highly enriched under conditions that should be 
readily adaptable for clinical use. T cells carrying HSV-TKSR39 were 
inhibited by exposure to ganciclovir at concentrations an order of 
magnitude below those required for wild-type HSV-TK. The less toxic agent, 
aciclovir also eliminated T cells transduced with HSV-TKSR3 9 (but not 
HSV-TK) , underlining the increased therapeutic potential of the mutant 
suicide gene system in the bone marrow transplantation setting. 
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TI Constitutively active, hypersensitive, and nonfunctional receptors as 
novel therapeutic agents 

L22 ANSWER 6 OF 8 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Human G protein-coupled pituitary adenylate cyclase 

activating polypeptide- like receptor HCEGH45, cloning of its cDNA 

sequence, and its diagnostic and therapeutic uses 

L22 ANSWER 7 OF 8 CAPLUS COPYRIGHT 2006 ACS on STN 
TI Human G protein-coupled pituitary adenylate cyclase 

activating polypeptide- like receptor HCEGH45, cloning of its cDNA 

sequence, and its diagnostic and therapeutic uses 

L22 ANSWER 8 OF 8 SCISEARCH COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Physiological relevance and functional potential of central nervous 
system-derived cell lines 



=> d 122 2 3 4 6 7 ti abs bib 

L22 ANSWER 2 OF 8 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Neuronal and optic nerve gene expression patterns in the optic nerve 
axotomy model of neuronal degeneration 

AB The optic nerve axotomy model of optic nerve degeneration in mouse 

exhibits rapid changes in gene expression. Genes identified by microarray 
anal, as differentially expressed or modulated in this model, can be used 
diagnostically, therapeutically, and in drug discovery. These results 
provide clues to underlying mol . processes occurring during optic nerve 
degeneration, and provide direction for future cell-based studies. 
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TI Markers of neuronal cell death and their use in diagnosis and therapy 

AB Neuronal cell death, as modeled by removal of serum or NGF from growth 
medium, is characterized by many changes in gene expression. Gene 
expression was compared before and after withdrawal of serum or NGF. 
These results provide clues to underlying mol . processes occurring during 
neuronal and photoreceptor degeneration, and provide direction for future 
cell-based studies. 
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TI Selective target cell activation by expression of a G protein-coupled 
receptor activated superiorly by synthetic ligand (RASSL) for disease 
treatment and disease modeling 

AB The invention provides a method for selectively activating a target cell, 
where the target cell expresses a receptor activated superiorly by a 
synthetic ligand (RASSL) having decreased binding affinity for a selected 
natural ligand and normal or near normal binding affinity for a synthetic 
small mol. agonist. Thus, RASSL-mediated activation of target cells does 
not occur to a significant extent in the presence of natural G 
protein-coupled receptor ligand, but is significantly stimulated upon 
exposure to a synthetic small mol. RASSL-expressing target cells are 



selectively activated by exposing of the cells to an appropriate synthetic 
small mol., which in turn binds the RASSL, resulting in G protein 
activation and triggering of a specific cellular response associated with G 
protein activation (e.g., cellular proliferation or cellular secretion). 
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TI Human G protein-coupled pituitary adenylate cyclase 

activating polypeptide-like receptor HCEGH45, cloning of its cDNA 
sequence, and its diagnostic and therapeutic uses 
AB The cDNA sequence and the corresponding deduced amino acid sequence of a 
G-protein receptor putatively identified as a pituitary adenylate 
cyclase -activating polypeptide (PACAP) receptor are provided. The 
cDNA was discovered in a cDNA library derived from human cerebellum 
tissue. Is is structurally related to the G protein-coupled receptor 
family. It contains an open reading frame encoding a protein of 8 84 amino 
acid residues. The protein exhibits the highest degree of homol . to rat 
PACAP-like receptor. Recombinant techniques for expression of the 
receptor are described, including (1) expression in COS-7 cells using the 
pcDNAI/Amp vector, (2) cloning and expression using the baculovirus 
expression system with the pA2 vector (a modification of the pVL941 
vector) in Sf9 cells, and (3) expression via gene 
therapy with the pMV-7 vector based on the Moloney murine sarcoma 
virus backbone. Also disclosed are methods for utilizing such 
polypeptides for identifying antagonists and agonists to such 
polypeptides. Antagonists against such polypeptides may be used 
therapeutically to treat PACAP hypersecretory conditions and to create 
Pharmacol, amnesia models, while the agonists may be employed to treat 
amnesia and Alzheimer's disease. Also disclosed are diagnostic 
methods for detecting a mutation in the PACAP receptor nucleic acid 
sequences and detecting a level of the soluble form of the receptors in a 
sample derived from a host. 
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AB The cDNA sequence and the corresponding deduced amino acid sequence of a 
G-protein receptor putatively identified as a pituitary adenylate 
cyclase-activating polypeptide (PACAP) receptor are provided. The 
cDNA was discovered in a cDNA library derived from human cerebellum 
tissue. Is is structurally related to the G protein-coupled receptor 
family. It contains an open reading frame encoding a protein of 874 amino 
acid residues. The protein exhibits the highest degree of homol . to rat 
PACAP-like receptor with 22.910% identity and 48.607% similarity. 
Recombinant techniques for expression of the receptor are described, 
including (1) expression in COS-7 cells using the pcDNAl/Amp vector, (2) 
cloning and expression using the baculovirus expression system with the 
pA2 vector (a modification of the pVL941 vector) in Sf9 cells, and (3) 
expression via gene therapy with the pMV-7 vector 

based on the Moloney murine sarcoma virus backbone. Also disclosed are 
methods for utilizing such polypeptides for identifying antagonists and 
agonists to such polypeptides. Antagonists against such polypeptides may 
be used therapeutically to treat PACAP hypersecretory conditions and to 
create Pharmacol, amnesia models, while the agonists may be employed to 
treat amnesia and Alzheimer's disease. Also disclosed are 
diagnostic methods for detecting a mutation in the PACAP receptor nucleic 
acid sequences and detecting a level of the soluble form of the receptors 
a sample derived from a host. 
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Method for assessing a patient's risk of development or progression of 
liver cirrhosis by genotyping coagulation factors 

A method for determining a patient's risk of rapid fibrosis and/or 

cirrhosis as a result of HCV infection and/or risk of poor 

response to therapy comprising the steps of providing a Bayesian model 

identifying factors contributing to the risk and their relative 

importance, obtaining information on at least one such factor in relation 

to the patient and calculating the patient's risk using the model. The factors 

may include gender, age at infection, viral genotype, Factor V Leiden 

genotype, P- select in genotype, alpha-adducin genotype and CETP genotype. 

Patients with Factor V Leiden (Arg560Gln) may be at a higher risk of 

developing liver cirrhosis or fibrosis and/or of rapid 

progression of liver cirrhosis or fibrosis. In particular, 

disclosed are evidence and confirmation that the factor V Leiden mutation 

leads to an increased rate of fibrosis in HCV infection. The functional 

significance of factor V Leiden is well described in that this mutation 

confers resistance to activated protein C which normally degrades factor 

V. Increased activity of factor V leads to increased thrombin activity 

and hence fibrin production Also presented is the hypothesis that those with 

the polymorphism have a procoagulant state in response to the liver 

inflammation resulting from HCV which gives rise to increased thrombin (a 

stellate cell mitogen) generation and increased fibrin deposition. 

Increased thrombin levels affect stellate cell activation and hence may 

enhance fibrosis deposition. 
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TI Gene therapy of liver diseases 

AB Many liver diseases lack satisfactory treatment and alternative 

therapeutic options are urgently needed. Gene therapy 

is a new mode of treatment for both inherited and acquired diseases, based 

on the transfer of genetic material to the tissues. Genes are 

incorporated into appropriate vectors in order to facilitate their 

entrance and function inside the target cells. Gene 

therapy vectors can be constructed on the basis of viral or 

non-viral molecular structures. Viral vectors are frequently used, due to 

their higher transduction efficiency. Both the type of vector and the 

expression cassette determine the duration, specificity and inducibility 

of gene expression. A considerable number of preclinical studies indicate 

that a great variety of liver diseases, including inherited metabolic 

defects, chronic viral hepatitis, liver cirrhosis and primary 

and metastatic liver cancer, are amenable to gene 

therapy. Gene transfer to the liver can also be used to convert 

this organ into a factory of secreted proteins needed to treat conditions 
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therapy for the treatment of inherited diseases and liver cancer 
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its infancy. Recent progress in vector technology and imaging techniques, 
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development of clinical applications of gene therapy. 
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